Context: Androgenic alopecia (AGA) is a hereditary androgen-dependent disorder, characterized by gradual conversion of terminal hair into miniaturized hair and defined by various patterns. Common age group affected is between 30 and 50 years. Metabolic syndrome (MetS) is a cluster of cardiovascular risk factors that include diabetes and prediabetes, abdominal obesity, dyslipidemia, and hypertension. The relationship between androgenic alopecia and MetS is still poorly understood. Aim: The aim was to study the clinical profile of androgenic alopecia and its association with cardiovascular risk factors. Materials and Methods: This was a hospital-based cross-sectional study done on men in the age group of 25-40 years. Fifty clinically diagnosed cases with early-onset androgenic alopecia of Norwood Grade III or above and fifty controls without androgenic alopecia were included in the study. Data collected included anthropometric measurements, blood pressure, family history of androgenic alopecia, history of alcohol, smoking; fasting blood sugar, and lipid profile were done. MetS was diagnosed as per the new International Diabetes Federation criteria. Chi-square and Student's t-test were used for statistical analysis. Results: MetS was seen in 5 (10%) cases and 1 (2%) control (P=0.092). Abdominal obesity, hypertension, and lowered high-density lipoprotein were significantly higher in patients with androgenic alopecia when compared to that of the controls. Conclusion: A higher prevalence of cardiovascular risk factors was seen in men with early-onset androgenic alopecia. Early screening for MetS and its components may be beneficial in patients with early-onset androgenic alopecia.
Introduction
Androgenic alopecia (AGA) is an emotionally distressing and therapeutically frustrating dermatological problem characterized by frontal and vertex thinning with receding anterior hairline or loss of all hairs. Hamilton proposed a mutual interplay of genetic factors, androgens, and age factor as the cause of AGA. It is a genetically determined disorder in which there is gradual conversion of terminal hair into intermediate hair and finally into vellus hair. [1] The mode of inheritance is polygenic and occurs under the influence of androgens in genetically predisposed individuals. Metabolic syndrome (MetS) is a cluster of inter-related risk factors that increase the risk of coronary artery disease (CAD) and includes central obesity, hypertension, hyperglycemia, and dyslipidemia. Other newer risk factors include serum lipoprotein-a, serum homocysteine, and serum adiponectin. [2] Several recent studies have shown that AGA is associated with increased risk of CAD, but pathophysiology has been poorly understood. To establish a better relation between AGA and CAD, we have studied the association of AGA with MetS among patients of central Gujarat through a case-control study.
Materials and Methods
This was a hospital-based case-control study of 50 male patients and 50 age-matched controls attending the skin outpatient department between June 2014 and May 2016 in the age group of 25-40 years with clinically diagnosed androgenic alopecia with Norwood Type III or above. AGA developing before 36 year of age and reaching at least Stage III of Hamilton-Norwood classification is termed as early-onset AGA. [3] Age-matched healthy individuals with normal hair status who were having other minor skin problems were taken as control. The study was limited to men because of the possible differences in pathogenesis and the controversial role of androgens in female pattern hair loss.
Ethical approval for the study was taken from the Institutional Ethics Committee. After obtaining written informed consent from each subject, detailed history and clinical examination were conducted and the details were entered in a predesigned proforma. The history included age, occupation, duration of alopecia (based on patient history), family history of androgenic alopecia, hypertension, diabetes mellitus and dyslipidemia, history of smoking and alcohol consumption and treatment details for alopecia. The degree of androgenic alopecia was based on the Norwood scale (III-VII). Weight, height, and waist circumference were recorded. Waist circumference was measured at the midpoint between the lower margin of the last palpable rib and the top of the iliac crest at the end of a normal expiration. Blood pressure (BP) was measured using a sphygmomanometer on the right arm in a sitting position and after a 20-min rest. Body mass index (BMI) was calculated by dividing weight (in kg) by height 2 (in m 2 ). Diabetes, hypertension, and hyperlipidemia were evaluated according to the American Association of Clinical Endocrinologists, Joint National Committee-7, and National Cholesterol Education Program guidelines. The MetS was diagnosed according to the new International Diabetes Federation definition as: central obesity (defined as waist circumference with ethnicity-specific value ≥90 cm for Indian men) plus any two of the following four factors: (1) raised triglycerides (TGs) ≥150 mg/dL (1.7 mmol/L) or specific treatment for this lipid abnormality, (2) reduced high-density lipoprotein (HDL)-cholesterol <40 mg/dL (1.03 mmol/L), (3) raised BP: systolic BP ≥130 or diastolic BP ≥85 mm Hg or treatment of previously diagnosed hypertension, and (4) raised fasting plasma glucose ≥100 mg/dL (5.6 mmol/L) or previously diagnosed type II diabetes.
Plan of statistical analysis: Logistic/multinomial regression, ANOVA/Chi-square test for univariate analysis and descriptive statistics were used.
Results
The study included 50 cases and 50 controls. The mean age, anthropometric measurements, and history of addictions are given in Table 1 . The mean age of onset of alopecia in our study was 27.08 year. Family history of AGA and hypertension was found significantly higher in 26 (52%) and 29 (58%) cases as compared to 15 (30%) and 18 (36%) controls (P=0.025 and 0.028, respectively). Family history of diabetes and dyslipidemia was found in more number of cases (P=0.130 and 0.695 respectively).
Grade III AGA was found to be most common and was seen in 19 (38%) patients followed by Grade IV in 16 (32%), Grade V in 13 (26%), and Grade VI in 2 (4%). MetS was seen in 5 (10%) cases and 1 (2%) control (P=0.092). Components of MetS among cases and controls have been described in Table 2 . Significant differences were present in central obesity, BP, HDL, and fasting blood sugar (FBS) between cases and controls (P=0.028, 0.016, 0.009, and 0.001, respectively). Association of grades of alopecia with MetS and its components has been described in Table 3 .
Discussion
Androgenic alopecia (AGA) is an androgen-induced disorder that is characterized by hair loss in genetically predisposed persons. AGA is the most common type of alopecia. AGA as a risk factor for coronary artery disease (CAD) was first suggested by Cotton et al. [4] AGA is manifested by androgen-dependent miniaturization of dermal papillae, a process regulated by complex hormonal mechanisms controlled by local genetic codes. It is not clear whether androgenetic alopecia is genetically homogeneous, and some authorities have suggested that the early onset of alopecia before the age of 36 year is genetically different from the late onset alopecia. [5] When compared with other studies, we found that the mean age of onset was 28.61 years in Sharma et al., [6] 26.44 years in Chakrabarty et al., [7] 27.03 years in Banger et al., [8] and 40.81 years in Gopinath and Upadya [9] as compared to 29.3 years in our study. Family history of AGA and cardiovascular risk factors was positive in other studies also. [6] [7] [8] [9] Grade III AGA was found to be most common in other studies also like 44% in Chakrabarty et al., [7] 29% in Banger et al., [8] and 38% in Gopinath and Upadya. [9] A few studies have been done on the association of MetS with androgenic alopecia. Arias-Santiago et al. demonstrated MetS in 60% of men with androgenic alopecia (P<0.0001). [10] Other studies [6] [7] [8] [9] showed MetS in approximately 22% of cases as compared to 10% in our study.
Our study found a significant association between elevated plasma glucose and androgenic alopecia (P=0.001). Similar finding was found in Banger et al. [8] and Matilainen et al., [11] but some other studies [6, 7, 9] did not find any significant association.
Several studies had indicated that androgenetic alopecia had a higher than normal risk for CAD, but few studies focused specifically on lipid profiles [12] which were important in the pathogenesis of CAD such as total cholesterol, triglyceride, HDL-cholesterol, and low-density lipoprotein-cholesterol in patients with androgenetic alopecia. Many studies had shown a strong association between HDL levels and AGA. [6] [7] [8] [9] Sadighha and Zahed demonstrated lower HDL-cholesterol and higher TG levels in men with vertex-type androgenic alopecia than in controls. [13] Mineralocorticoid receptors have been found in the skin and hair follicles. [14] However, the role of mineralocorticoids in the skin remained unknown. The role of mineralocorticoid pathways might be a factor in the development of androgenetic alopecia. Essential hypertension is now considered to be associated with primary hyperaldosteronism. It was recently demonstrated that increased aldosterone level within the physiological range predisposed people to the development of hypertension. [15] Many studies had shown a significant association between hypertension and androgenic alopecia. [6, 7, 9, 14, 16] Androgenetic alopecia could be considered as a clinical marker of a risk for hypertension.
Abdominal fat tissue is associated with serious metabolic disorders such as hyperinsulinemia, hypertension, increased TG, glucose intolerance, and diabetes mellitus. Some studies had pointed to abdominal fat tissue, calculated by measuring the waist-hip proportion as an independent risk factor for CAD. We did not find a significant association of waist circumference and BMI with AGA. Hirsso et al. [17] and Gopinath and Upadya [9] demonstrated higher BMI and waist circumference in young men with moderate-to-extensive alopecia compared to men with little or no alopecia.
Most studies uniformly concluded that there was definitely certain evidence associating AGA with MetS. However, no evidence in any study so far has linked the severity of AGA and the presence of MetS. Proper large sample studies need to be further conducted for a causal relationship to be established. Moreover, cross-sectional studies such as ours cannot establish a temporal relationship between AGA and MetS.
Conclusion
Higher prevalence of obesity, hypertension, diabetes, and dyslipidemia had been found in patients of early-onset AGA. An association between MetS and early-onset androgenic alopecia was seen which might contribute to the predisposition of patients with androgenic alopecia to develop cardiovascular disease. Early screening and intervention for MetS and its components in patients with early-onset androgenic alopecia may prevent the development of cardiovascular disease.
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